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UprimaTM’
Clinical Summary

Controlled Phase 3 Trhds Uncontrolled Phase 3 Trials

■ Three crossover trials ■ Three 6-month extensions

(M96-470, M97-658, M98-941) (M96-+71,M97-659, M98-936)

■ One parallet-arm trial
z Two 3-year safety studies

m One diabetic trial
D One dose-titration

m One radical prosta- regimen study

tectomy trial

,UprimaTM
Efficacy of the 2 mg Dose..

■ Secondary Efficacy EndpoinL Perc~~ge of
Successful Responders (250 YO successes)

Placebo UprimaT~

All studies
combined 36% 487.
(n - 3ss)

Presentation Objectives

■ To discuss:
—the efficacy and safety of the 2 mg dose

- the efficacy and safety of the 4 mg dose

- the efficacy and safety of the 2 to 4 mg
dose tibation regimen

- the efficacy’and safety in the diabetic trial
. . . . . . .... . . .

- the safety TesuIts.ofthe 5,and 6 mg doses “”
... !~,.,.

.,, . . ... . ,.,
. . . .

.’ ..’ ,.
,’-

Uprimam
Efficacy of the 2 mg Dose

HPrimary Efficacy Endpo@ti ?emq~ge of
Successful Att~ti”

Baseline Placebo 2 mg

M96-470 29% 32 ?’o 46 %

M!Y1-658 .24%. 38% 44%

M98-941, 29% 32% 47%,..
,,..,

Uprimam
.. Safety of the Z mg Dose.

,.
Placebo (“A) Uprimam (%)

Nausea ~ .0.8 -1.4 1.6-2.6

Dizziness 2.0- 3.8 2.0- 4.5

SomnoIerlce 0.0-3.9 0.7- 3.2

Sweating “’0.0 0.7- 2.6

Vomiting 0.0 0.0- 1.3

Hypotension 0.0 0.0- 1.2

Syncope 0.0 0.0- 0.7

.
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UprimaTM 2 mg
Reports of Syncope and Hypotension

Number of reporta
Syncope 2

Hypotension 5

Combined 7

Total dosed 964

Percent of total 0.7%

.
UprimaTM 2 mg

Reports of Hypotension

■ 50 ylo experienced hypotension, bradycardia,

and sweating approximately 40 minutes afier.
his first 2mgdose. ‘“ ‘

- h~otension and bradycardia lasted for 5 and 10
minutes, respectively

UprimaTM ,.. ,.,
Efficacy of the 4 ‘mgDose-1.,,. ..,.,’,.,.’.

~ PrimaIYEfficacy Endpoint ~eienqge of
Succesafid Att~pts “ ‘“

Baseline Placebo 4 mg

M96-470 27% 35 % 52 “h

M97-658 28 Y. 35 % 56% .

M98-941 “26% 31V0 54 % I

UprimaTM 2 mg
Reports of Syncope

m 68y/o experiencednausea E 69y/o experiencednauseaj
andsyncopealter taking diaphoresis,vomitingand
two dos% of 2 mg ivithin syncopeafter an in-otlce
4 hours. He was dose of2 mg. The
unconscious.for syticnpal event lasted
“approximatdy 4 “approximately3
minutes)! minutes”. He received

,, . . . .u, - oxygenand Com@zine,
,-

.,.

Percenta~ge of Patients Remaining.
on lJprimaTM 2 mg Dose

.,
., 2mg ‘,,4rng ,’ 5mg 6 mg,,.
,. .. . ‘. .,.:,’.. .,

MM-471 11 % 27% NfA 62 ~0

M97-659 6 yO 29 ~0 24% 41 y.

M98-876 6% lsyo 79% NIA

,.

UprimaTM

Ef!%acy.O! ~h’e4 rng Dose “
,,

BSecondary Efficacy Endpoint Percentage of
Successfid Responders (> 50 % successes)

Placebo Uprfmam,,

Ml studies ‘“
combined ,, 35% 59 %
(n - 363)

.
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UprimaTM
Safety of the 4 mg Dose

Placebo (%) Uprimam (Y.)

Nausea 1.3- 2.8 18.1 -22.2

Dizziness 1.4- 2.6 13.4 -14.5

Somnolence 0.0- 1.7 8.7- 12.8

Sweating 0.0 9.4- 10.3

Vomiting 0.0 1.3 -4.3

Hypotension 0.0 3.1- 6.0

Syncope 0.0 0.9- 2.0

UprimaTM 4 mg
Reports of Syncope

.. .
...

33 y/o received4 mg andwas a 36 yfti e~’encd pallor,
observedfor 30 minutesin- diaphoreiis and synccrpe
oflic~ while drivinghome, approximately30 minutes
he experiencednaus~” ,iiMr’htstirst’in-officedose
fatigue,ffus@g and of4mg. He fost . ,
sweating.”He attemptedto Corrsciousn’i?ssfor3
stop his car, but tie iosf ’ siCOti&;; @ ‘k7s ti~d; :
consciousness and craihed ‘weakand@.rhedfor 8
into afence. hours afier the epkde.

UprimaTM 4 mg
Reports of Syn.cope

■ 60 ylo experienced sytrcope 35 r&mtes afier his
first dose of 4 mg. He was unconscious for 3
seconds. His ‘Wad was adjusted, rousing (him)”.
He was pale, hot, diaphoretic and vomiting. He
was moved to a supine position and his symptoms
improved over an hour.

Uprimam 4 mg
Reports of Syncope and Hypotension

Number of reports
Slyncope 11

FIypotensiori 31

Combined.. 42
,.

.,”. .

Total dostd ,. ,1279

Percent of total ‘“ 33%

UprimaTM 4 mg

:Repo.@s of Syncope,.,’....,..,., -:,...,,,, .... . .. .
D50 y)o expeneticed s&ea afier t%st.in-office dose

. ‘ of 4 rngand reque$ed’Coiq%zinet He had ‘”
previously t61e@kd 2 mg without incident. Upon
returriin~ ~~ the medication, ,tbe nurse found&n
uncorrqcioust apvgic; iwirksponsive,-dlaphoretic
uild fiicotiiikelit o~urii& Witbi?”a few swond$

. . lie awo~e@~~~egtit~6i{a*i... His HR WaS42
5pt&”He received IV kalihe, oxygen and

.?oWP~~~ .H? ?v.$~drnfie$ to the hospital due
topersi~tent bradycardiiz ~ 1‘hour).,.,, - .... .. . . .... ,... ,,

UprimaTM 4 mg
Reports of Syncope

m 69 y/Qccwnpkdtredofdiaphoresis 38 minutes after
his tirst dose of 4 mg. His hlcmdpressure at that
time was 117/50“inmHg and heart rate was 60
bpm. He then fainted and was unresponsivefor 2
minutes. He was given oxygen and intravenous
fluids.’”. .-. . -.



Uprima~ 4 mg
Reports of Hypotehsion

■ 60 ylo experienced hypotension (BP 7W41mm H@,,
bradycardia (H.. 45 bpm), pallor, t%tigue,and sweating
35 minutes after his fir? in-office dose,of 4 mg. He
did not lose consciousness. Hew% placed supine ~d
given water to drink. Tbe symptoms abated witti
2 hours of dosing.

UprimaTM 4 mg
Reports of Hypotensi?n.,. ,. ..’:1. . ...

-,. ”
‘,■ 59 y/o ex@&nced mderate “Kjq%teriaiom’ j;”

dizziness, nausea and swcktingapproxirnately 25
minutes after I& first in-otlice dose of.4 mg. W’S
BP w+72150 rym Hg. Tl#eduration ofthe’” .
Aypotension wiis 10S rvinute+ .’ . “.:. .:.‘“~ .

,,...,,’; ,,:,” t,” .,:’.. ,
. . . . .

UprimaTM Dose Titration Study
Adverse @verits

.,. .

Hypotension or
Syncope

Placebo ..0.8+0 ,.

2-6mg ‘“”5.4%
.,

,,

5 mg 5.0 !4

6 mg 34%’ : ,“.

,. UprimaTM 4 mg
Reports of Hypotehsion

~ 56 y/o received 4 mg in-office despite complaining of”
diarrhea Wd abdominal cramps earlier in the day. Adler
the dose, he experienced severe hypotension. He was
unconsciousfor “J5 to 20 mtnutes”. Upon awakening,
he vo~”ted, He wiis @rsport&l ~ ER where lie /ost
conscioukvess again. W wqs 60 mm Hg palpable.

‘EKG reveal~ ST-T.clianges.’ He received IV fluids in
r~;.,, ““’,”, ,,,:,” .:’ ,. ..

I .,,.,

Uprimam
Efficacy in the Diabetic Study

mM-m-YEfficacy Endpoint: Percentage of
successful Attempts ,,

.



UprimaTM
Efficacy in the Diabetic’Study”

■ Secondary Efficacy Endpoint Percentage of
Successful Responders (250 ?’.successes)

Placebo UprimaTM

4 mg 16% 25%
(n= 90)

,.

UprirnaTM
Safety of the5and6mg Doses

Placebo 5mg 6 nig
(%) [%) (%)

Nausea 1,5’-2:5 29.2-32.8 35.i ‘-42.5

Dizziness 0,0- 3.4 20.1 -’20.3 16.4 -22.6

Sweating 0.0- 0.9 14:i ;“S6.9 19.6 -20.7 ;

Somnolence 0.0- 1.7 11:.7 11.6 -17.2

Vomiting 0.0 7.’1- 10.2’ ‘ 8.6- 13.0

Hypotensiorr o.o “2.3-6+ 4,3- 4.8

Syncope 0.0 2.6 ~3.5 ‘2.t-’2.3

UprimaTM
A ‘Safe@ I&k?.

E A 63 y/o receiveda 5 mg in-officedose. He had
previouslytolerated2 mg and4 mg; Shortlyafler
dosing,he feltnauseated,light-headedand clainrny.
He recallsgoingto the door “for assistance”. He was
found bleedingjiom a head laceration. It was
assumed he hit his head on a nearbytable.

Nausea lastedfor 50 minutesand light-headedne&for
80minutes

Upm-imam Diabetic Study
Adverse Events

Hypotension or
Syncope

UprimaTM
A Satkty Risk?

s A 42 y/o reaived a 5 rngin-oflice dose. He had tolerated2
mg and4 mg. Onehour atler dosing he felt nauseatedand
stood up to “tind’sorn&@+”.The riiu%efoiind him’
unconscioti, bleedingjkom a tongue laceration andjlom a
/seadabrast;n: ‘Mer smellingsalts, he awoke. Whhin 15

,.minuteshpfitltbeti~. .’ ,,, .:! . ,,.:.
.,

. .. . ..~..-
.,Fjvedajs l~!erhe c&hplakd of a headache. CT scan
rev&led a’[ifi &ciplkat sk&Vfrdirre with i cortical

,, con~ion: M@ i@w@ anon-depressedSW ~cmrc md.a
contra-coupInjiiry of ti’e rigfitfrontal lobe.

Percentage of Patients
Discontinuing Therapy

Reason for Discontinuation

Study Total Lack of Patient Adverst
Dur:ation Disc. Ef5cacy Request Event

f96-471 6 mOS. 63 % 29% 16?4 10?4

497-659 6 mos. 59 “/. 3370 11% 16%

197-682 3 yrs. 60 % 32% 17% 10 %

‘W7-793 3 ym 59 “h 34% 9% 10%

.



UprimaTM 2 mg
Summary Comments

~ Modest benefit compared to placebo
—responder rate 360/0for placebo vs. 48°Xifor

uprirna~~

■ Overall incidence rate of syncopefiypotension
adverse event reports of O.7°/0

■ Few patients (6 to 11‘XO) choose to remain on

the 2 rng dose

UprimaTM 4 mg
Summary Safety Comments

■ Syncope and hypotensive events ;
—~ually OCCUIT&I in a doctor’s office”.,, ,. ,.

– generally, but not always, limitti.~ fi~ ti,t .
dose or m“thefirst incr~e in dose ;‘ ~,

- occurred despite caretid dose titmtion ‘..,
‘.

. . . . . .
,,.’ -’, .

UprimaTM Diabetic. Study
Summary Comrn@s “,

8 Efficacy

– mean percentage of successfld attempts(4 mg)
wPIacebo lse~

■Uptimaw 25%

■ Safety

- incidence of hypotension and syncope
■Placebo 1.0%
■upnmaw 4.oyo

F“..
Uprimam 4 mg

Sumtilary Safety Comments

■ Overa[lincidence rate of &cope and hypotensive
adverse event reports of3.3’%0 (about 1 in 30 patien~)

s Evidence o~
– persistent bmdycardia

- prolonged hypote~ion

– wioua isrjyry(skull fqcture, car crash, head laceration)

- tig.ent medicat in*entiOn to prevent sen”ousitijq (1V
fluids, oxygen,a~opine, boapitalization)

.:. ,.’
... ,..,:. ;, .,.,

,.
., -, ,,. ,,, . . . . . . ..

UprimaTM 5 and 6 rng
Summary Safety ‘Comments... .

■ Incidence of nausea, dizziness, sweating,
somnolence and vomiting are greater

■ Doses discontinued by the sponsor during
Phase 3 .

.,.
■ Higher incidence of adverse everits:

- hypotension 2.3-6.5’70

- syncope 2,1- 3,5%

■ Pharmaccdogically, Zittle difference be~een
4 mg, 5 mg a’nd6 mg

.

6


